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42. (once amendecQ A compound of formula (I) and 
pharmaceutically acceptable salts of formula (I) 



\A - C- N- D- E- G 
I 

R 4 



I 

(0) k 



R 1 is selected from the group consisting of hydrogen, 
halogen, cyano, Ci-Cg-alkyl, trif luoromethyl^ C 3 -C 8 -cycloalkyl , 
Ci-04-hydroxyalkyl , hydroxy, C 1 -C 4 -alkoxy , beAzyloxy, C 2 -C 4 - 
alkanoyloxy, Ci-C^-alkylthio, C 2 -C 5 -alkoxycarbohyl , 
aminocarbonyl , C 3 -C 9 -dialkylaminocarbonyl , carbiixy, phenyl, 
phenoxy, pyridyloxy, NR 5 R 6 , and bridged R X R 2 wherein 

R 5 is selected from the group consisting of\hydrogen 
and Ci-Cg-alkyl ; and 

R 6 is selected from the group consisting of hydrogen 
and Ci-Cc-alkyl ; 



R 2 is selected from the group consisting of hydrogen, 
halogen, G^-Cg-alkyl, trif luoromethyl and hydroxy and bridged 
R X R 2 ; 
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\bridged R X R 2 is where R X R 2 are adjacent and form a bridge 
which aSs selected from the group consisting of -(CH 2 ) 4 - 
, (CH=CH)\ and -CH 2 0-CR 7 R 8 -0- ; wherein 

R 7 rs selected from the group consisting of hydrogen, 
and Ci-Ce-alkw ; and 

R 8 is selected from the group consisting of hydrogen 
and Ci-Cg-alkyl; \ 

R 3 is selected rsrom the group consisting of hydrogen, 
halogen and C 1 -C 6 - alkylSr 

R 4 is selected from the group consisting of hydrogen, C^- 
C 6 -alkyl, C 3 -C 6 -alkenyl , hydroxy, Cj-Cg-alkoxy and benzyloxy; 

k is 0 or 1, \ 

A is selected from the group consisting of C 2 -C 6 - 
alkenylene, . \ 

a substituted C 2 -C 6 -alkenylene whjNch is substituted one to 
three-fold by C 1 -C 3 -alkyl, hydroxy, fluorine, cyano, or phenyl, 
C 4 -C 6 -alkadienylene , \ 

a substituted C 4 -C 6 -alkadienylene whichXis substituted 
once or twice by C 1 -C 3 -alkyl, fluorine, cyano \ or phenyl, 
1 , 3 , 5-hexatrienylene, \ 

a substituted 1,3, 5-hexatrienylene which is\subst ituted 
by C 1 -C 3 -alkyl, fluorine, or cyano, and ethinyleneX 

D is selected from the group consisting of \ 

Ci-C^-alkylene, \ 

a substituted Ci-CiQ-alkylene which is substituted Vnce or 
twice by C^-C-j-alkyl or hydroxy, \ 

C 2 -C 10 -alkenylene , \ 
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a substituted C 2 -C 10 -alkenylene which is substituted once 
orytwice by C 1 -C 3 -alkyl or hydroxy, 

\ a substituted C 2 -C 10 -alkenylene which is substituted once 
or twice by C 1 -C 3 -alkyl or hydroxy, wherein the double bond is 
to E, \ 

C 3 -(C 10 -alkinylene , 

a subset it ued C 3 -C 10 -alkinylene which is substituted once 
or twice by Y^-C-j-alkyl or hydroxy, 

an isost\xically replaced C 1 to C 10 group selected from 
the group consisting of C^-Cio-alkylene , C 2 -C 10 -alkenylene and 
C 3 -C 10 -alkinylene\ the isosterically replaced C 1 to C 10 group 
having methylene linits and one to three of the methylene units 
are isosterically replaced by 0, S, NR 9 , CO, SO or S0 2 ; wherein 

R 9 is selected frcVi the group consisting of hydrogen, C x - 
C 3 -alkyl, C 2 -C 6 -acyl and Vethanesul f onyl ; 

E is \ 




wherein n and p are, independent of ea"ch other, 0, 1, 2, 
or 3, wherein n + p <. 3, \ 

R 10 is selected from the group consisting ok hydrogen, C x - 
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C 3 -Xlkyl # hydroxy, hydroxymethyl , carboxy and C 2 -C 7 - 
a 1 koxyc a r bony 1 / 

R 11 \is selected from the group consisting of hydrogen 
and an oxo group adjacent to the nitrogen atom in E; 

G is selected from the group consisting of hydrogen, 
Gl, g\, G3 , G4 and G5 ; wherein 

Gl is - (CH 2 ) r - (CR 13 R 14 ) S -R 12 
wherein \ 

r is 0, 1 or 2 , and 

s is 0 or 1, \ 

R 12 is selected from the groaap consisting of 
hydrogen , \ 
Ci-Cg-alkyl, \ 
C 3 -C 6 -alkenyl , \ 
C 3 -C 6 -alkinyl , \ 
C 3 -C 8 -cycloalkyl , \ 
benzyl , \ 
phenyl , \ 

monocyclic, aromatic five- and six-membeVed heterocycles 
which heterocycles contain one to three hetero-atoms selected 
from the group consisting of N, S and O, which laeterocycles 
are either bound directly to or over a methylene \q roup , 

an anellated bi- and tricyclic aromatic or paVtially 
hydrogenated carbocyclic ring system with 8 to 16 rlvng atoms 
and at least one aromatic ring and the carbocyclic rikg and 
aromatic ring being bonded with a bond which is either\over an 
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arWnatic or a hydrogenated ring and either directly or over a 
methylene group, and 

a^N, S, O anellated bi- and tricyclic aromatic or 
partially\hydrogenated heterocyclic ring systems with 8 to 16 
ring atoms Vid at least one aromatic ring, wherein one to 
three ring atbms are selected from N, S and O and the 
carbocyclic rinb and aromatic ring being bonded with a bond 
which is either oVer an aromatic or a hydrogenated ring, and 
either directly or Vver a methylene group; 

R 13 has the same Veaning as R 12 , but is selected 
independently thereof, \ 

R 14 is selected from the group consisting of hydrogen, 
hydroxy , \ 
methyl , \ 
benzyl, \ 
phenyl , \ 

monocyclic aromatic five- and ssix-membered heterocycles 
which contain one to three hetero-atoiHs selected from the 
group consisting of N, S and O and are joound either directly 
or over a methylene group, \ 

an anellated bi- and tricyclic aromatic or partially 
hydrogenated carbocyclic ring system with 8 Yo 16 ring atoms 
and at least one aromatic ring and the carbocyclic ring and 
the aromatic ring being bonded with a bond whichX is either 
over an aromatic or a hydrogenated ring and eitheis directly or 
over a methylene group, and \ 

a N, S, 0 anellated bi- and tricyclic aromatic ox 
partially hydrogenated heterocyclic ring system with 8\to 16 
ring atoms and at least one aromatic ring, which heterooycles 
contain one to three ring atoms are selected from N, S arM O 
and the heterocyclic ring and aromatic ring being bonded w\th 
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a\ond which is over an aromatic or a hydrogenated ring and 
either directly or over a methylene group; 

\s2 is selected from the group consisting of 

\ - C - (CH 2 ) r - (CR 13 R 14 ) S - R 12 ' 



- C - (CH 2 )VNR 12 R !4 
O \ 

and \ 
-C-(CH 2 ) r -Q<- 

O 



wherein R 12 and R 14 have the above\ meaning, and Q is a 
nitrogen-containing heterocycle bound xDver the nitrogen atom, 
the nitrogen-containing heterocycle being selected from 
the group consisting of \ 

saturated and unsaturated monocyclic, Vour- to eight - 
membered heterocycles , \ 

saturated and unsaturated monocyclic, fouV- to eight - 
membered heterocycles, which, aside from an essential nitrogen 
atom contain one or two further hetero-atoms selected from N, 
S and O, \ 

saturated and unsaturated bi- or tricyclic, anelslated or 
bridged heterocycles with 8 to 16 ring atoms, and \ 

saturated and unsaturated bi- or tricyclic, anellatsed or 
bridged heterocycles with 8 to 16 ring atoms, which, asidte 
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frsm an essential nitrogen atom contain one or two further 
hete\p- atoms selected from N, S and O, 

G3 \is -so 2 - (CH 2 ) r -R 12 , 

G4 is\ 




P 



\ 

\ Ar 2 



wherein \ 

Ar 1 is selected from the\group consisting of phenyl, 

pridyl and naphthyl ,- and \ 
2 \ 
Ar is selected from the group consisting of phenyl, 

pyridyl and naphthyl ; \ 

G5 is -COR 15 , \ 

wherein \ 

R 15 is selected from the group consisting of 
trif luoromethyl , C^-Cg-alkoxy, C 3 -C 6 -alkenyloxy arid benzyloxy; 
and \ 

wherein aromatic rings in R 1 , R 4 , R 12 , R 13 , R 14 , V 15 , Q, Ar 1 
and Ar 2 are unsubst ituted or substituted, the substituted rings 
in R 1 , R 4 , R 12 , R 13 , R 14 , R 1S , Q, Ar 1 and Ar 2 having one tc\ three 
substituents which are independently selected from the group 
consisting of halogen, cyano, Ci-Cg-alkyl, trif luoromethylV C 3 - 
C 8 -cycloalkyl , phenyl, benzyl, hydroxy, Ci-Cg-alkoxy , and a\ 
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ubstituted C^-Cg-alkoxy which is entirely or partially 
substituted by fluorine, benzyloxy, phenoxy, mercapto, Cx-Cg- 
alkylhhio, carboxy, Cx-Cg-alkoxycarbonyl , benzyloxycarbonyl , 
nitro, amino, mono -C^-Cg-alkyl amino , and di- (C-L-Cg-alkyl ) -amino, 
wherein two adjacent groups of an aromatic ring in the 
substitutedVl -C6 alkoxy may form an additional ring over a 
methylenedioxyV bridge , wherein general formula (I) does not 
include (E) -3- (3\pyridyl) -N- [2- (l-benzylpiperidin-4-yl) ethyl] - 
2 -propenamide . 

43. (once amendedO A compound according to claim 42, 
wherein : 

Rl is selected from the\group consisting of hydrogen, 
halogen, cyano, methyl, tri f lu6romethyl , hydroxy, C2-C4- 
alkoxy, ethyl thio, methoxycarbonVl , tert -butoxycarbonyl , 
aminocarbonyl , carboxy, and phenoxV, 

R 2 is selected from the group consisting of hydrogen, 
halogen, trif luoromethyl and hydroxy, 

R 3 is hydrogen or halogen, 

R 4 is selected from the group consisting o^ hydrogen, C]_- 
C3-alkyl, hydroxy and Ci -C3 -alkoxy , 

k is 0 or 1, 

A is selected from the group consisting of C2-Cg- > 
alkenylene , 

a substituted C2 -Cg -alkenylene which is substituted on^Ee 
or twice by C]_ -C3 -alkyl , hydroxy or fluorine, 
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\. a C4-Cg-alkadienylene , 

\a substituted C4 -Cg -alkadienylene which is substituted 
by C^-ISq -alkyl or by 1 or 2 fluorine atoms, 
1 , 3 >5-hexatrienylene , and 

a substituted 1 , 3 , 5 -hexatrienylene which is substituted 
by fluorine, \. 

D is selectedv f rom the group consisting of C^-Cg- 
alkylene, \. 

a substituted -G>q -alkylene which is substituted once or 
twice by methyl or hydroW, 

c 2 ~ c 8 -alkenylene , \ 

a substituted C 2 -C 8 -alkeVylene which is substituted once 
or twice by methyl or hydroxy, \ 

an E double bonded substituted C 2 -Cg-alkenylene which has 
a double bond to ring E, \ 

C3 -Cg -alkinylene , \ 

a substituted C3-Cg-alkinylene whiish is substituted once 
or twice by methyl or hydroxy, and \ 

an isosterically replaced CI to C8 group selected from 
the group consisting of C]_ -Cg -alkylene , C2 - CgN-alkenylene and 
C3 -Cg -alkinylene , the isosterically replaced CX\to C8 group 
having methylene units and one to three methylenes units are 
isosterically replaced by O, S, NH, N(CH 3 ) , NCCOCHjO , 
N(S0 2 CH 3 ) , CO, SO or S0 2 , \ 



E 



is 
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R \/ ^)n^^ R 1 1 



wherein n and 
or 3, wherein n + p 



are, independent of each other, 0, 1, 
3 , 



R 10 is selected from\the group consisting of hydrogen, C 1 - 
C 3 -alkyl, hydroxy, hydroxym^thyl , carboxy and C 2 -C 7 - 
alkoxycarbonyl; 

R 11 is selected from the group consisting of hydrogen 
and an oxo group adjacent to the laitrogen atom in E; 

G is selected from the group consisting of hydrogen, 
Gl, G2 , G3 , G4 and G5 ; wherein 

Gl is - (CH 2 ) r - (CR 13 R 14 ) a -R 12 
wherein 

r is 0, 1 or 2, and 
s is 0 or 1, 



R 12 is selected from the group consisting of hydrogen, C q 
alkyl, C3 -Cs -cycloalkyl , benzyl, phenyl, benzocycloVutyl , 
indanyl , indenyl , oxoindanyl, naphthyl , dihydronaphtlWl , 
tetrahydronaphthyl , oxotetrahydronaphthyl , biphenyleny^ 
fluorenyl, oxof luorenyl , anthryl , dihydroanthryl , 
oxodihydroanthryl , dioxodihydroanthryl , phenanthryl , 
dihydrophenanthryl , oxodihydrophenanthryl , 
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diWnzocycloheptenyl , oxodibenzocycloheptenyl , 

dihyHrodibenzocycloheptenyl , oxodihydrodibenzocycloheptenyl , 
dihydrodibenzocyclooctenyl , tetrahydrodibenzocyclooctenyl and 
oxotetrahydrodibenzocyclooctenyl , bound directly or over a 
methylene group, f uryl , thienyl, pyrrolyl , oxazolyl, 
isoxazolyl, Cshiazolyl, isothiazolyl , pyrazolyl, imidazolyl, 
oxadiazolyl, tkiadiazolyl , triazolyl, pyridyl , pyrazinyl, 
pyridazinyl, pyrWiidinyl , triazinyl, imidazothiazolyl , 
benzof uryl , dihydrobenzof uryl , benzothienyl , 
dihydrobenzothienyl ,\indolyl , indolinyl, oxoindol inyl , 
dioxoindolinyl , benzox\zolyl , oxobenzoxazol inyl , 
benzisoxazolyl , oxobenzisioxazolinyl , benzothiazolyl , 
oxobenzthiazolinyl , benzoisjpthiazolyl , oxobenzoisothiazol inyl , 
benzimidazolyl , oxobenzimidazolinyl , indazolyl, 
oxoindazolinyl , benzof urazanyl\, benzothiadiazolyl , 
benzotriazolyl , oxazolopyridyl , >oxodihydrooxazolopyridyl , 
thiazolopyridyl , oxodihydrothiazo\opyridyl , 

isothiazolopyridyl , imidazopyridyl Aoxodihydroimidazopyridyl , 
pyrazolopyridyl , oxodihydropyrazolopyVidyl , thienopyrimidinyl , 
chromanyl , chromanonyl , benzopyranyl , ohromonyl , quinolyl , 
isoquinolyl, dihydroquinolyl , oxodihydroquinolinyl , 
tetrahydroquinolyl , oxotetrahydroquinolinyi , benzodioxanyl , 
quinoxalinyl , quinazolinyl , naphthyridinyl , Ncarbazolyl , 
tetrahydrocarbazolyl , oxotetrahydrocarbazolyl\ pyridoindolyl , 
acridinyl, oxodihydroacridinyl , phenothiazinyl \ 
dihydrodibenzoxepinyl , oxodihydrodibenzoxepinyl ,\ 
benzocycloheptathienyl , oxobenzocycloheptathienyl ,\ 
dihydrothienobenzothiepinyl , oxodihydrothienobenzotKiepinyl , 
dihydrodibenzothiepinyl , oxodihydrodibenzothiepinyl , \ 
octahydrodibenzothiepinyl , dihydrodibenzazepinyl , \ 
oxodihydrodibenzazepinyl , octahydrodibenzazepinyl , \ 
benzocycloheptapyridyl , oxobenzocycloheptapyridyl , \ 
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& 



( 



dihVdropyridobenzodiazepinyl , dihydrodibenzoxazepinyl , 
dihyd\opyridobenzoxepinyl , dihydropyridobenzoxazepinyl , 

zoxazepinyl , dihydrodibenzothiazepinyl , 
dibenzothiazepinyl , dihydropyridobenzothiazepinyl , 

bound directly or over a 
methylene groNop, 



oxodihy! 
^-^oxodihyd 

and oxodihydropyridobenzothiazepinyl 



r!3 has the same\meaning as 1 but is selected 
independently thereof rom, 

R 14 is selected from t"he group consisting of hydrogen, 
hydroxy, methyl, benzyl, phenyl, indanyl, indenyl , naphthyl , 
dihydronaphthyl , tetrahydrofeaphthyl , f uryl , thienyl, pyrrolyl , 
oxazolyl, isoxazolyl, thiazoryl, isothiazolyl , pyrazolyl, 
imidazolyl, oxadiazolyl, thiadrazolyl , triazolyl, pyridyl , 
pyrazinyl, pyridazinyl , pyrimidinyl , triazinyl, benzof uryl , 
benzothienyl , indolyl , indolinyl, nenzoxazolyl , 
benzothiazolyl , benzimidazolyl , chroraanyl , quinolyl , and 
tetrahydroquinolyl , bound directly or Wr a methylene group, 



G2 



is selected from the group consist ingvof 
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-C-(CH 2 ) r -Q ■■ 



O 



wherein r\ and R 14 have the above meaning, and Q 
is a nitrogen-containing heterocycle bound over the nitrogen 
atom, the nitrogens- containing heterocycle being selected from 
the group consist ing. of azetidine, pyrrolidine, piperidine, 
(1H) tetrahydropyridin^, hexahydroazepine , 
( 1H) tetrahydroazepine , \)c t ahydr oa zoc i ne , pyrazolidine , 
piperazine, hexahydrodiaszepine , morpholine, 
hexahydrooxazepine , thiomoispholine , thiomorpholine-1 , 1- 
dioxide, 5-aza-bicyclo [2.1. lXhexane, 2-aza- 

bicyclo [2 . 2 . 1] heptane , 7 -aza-bVcyclo [2 . 2 . 1 ] heptane , 2,5-diaza- 
bicyclo [2 . 2 . 1] heptane , 2 -aza-bicsyclo [2 . 2 . 2 ] octane , 8-aza- 
bicyclo [3 . 2 . 1] octane, 2 , 5-diazabi\yclo [2 . 2 . 2 ] octane , 9- 
azabicyclo [3 . 3 . 1] nonane , indoline, Ysoindoline, (1H)- 
dihydroquinoline , (1H) - tetrahydroquinol ine , (2H) - 
tetrahydroisoquinoline , ( 1H) -tetrahydraquinoxaline , (4H) - 
dihydrobenzoxazine , (4H) -dihydrobenzothi\zine , (1H)- 
tetrahydrobenzo [b] azepine, (1H) -tetrahydrobenzo [c] azepine, 

(1H) - tetrahydrobenzo [d] azepine, (5H)- \ 
tetrahydrobenzo [b] oxazepine, (5H) - \ 
tetrahydrobenzo [b] thiazepine, 1,2,3, 4 - tetrahydro- 9H- 
pyrido [3 , 4 -b] indole , ( 10H) -dihydroacridine , 1,2,\, 4- 
tetrahydroacridanone , ( 1 OH) -phenoxazine , ( 10H) -phenothiazine , 

( 5H) -dibenzazepine , (5H) -dihydrodibenzazepine, (5hV- 
octahydrodibenzazepine , (5H) -dihydrodibenzodiazepine ,\ ( 11H) - 
dihydrodibenzo [b, e] oxazepine, (11H) - \ 
dihydrodibenzo [b, e] thiazepine , (10H) - \ 
dihydrodibenzo [b, f] oxazepine, (10H)- \ 
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oihydrodibenzo [b, f ] thiazepine, and 
(5HSl- tetrahydrodibenzazocine , 

G3 is \S0 2 - (CH 2 ) r -R 12 , 

G4 is \ 




P 



0*T \ 

\ ^2 

wherein \ 

Ar^" and \ 

2 \ 

Ar are selected independently of each other from the 

group consisting of phenyl, pykidyl and naphthyl ; 
G5 is -COR 15 , \ 

wherein \ 

R 15 is selected from the group consisting of 
trif luoromethyl , C^-Cg-alkoxy , C 3 -C 6 -alkenylWy and benzyloxy; 
and \ 

wherein aromatic rings are substituted on unsubstituted 
independently of each other by \ 
one to three substituents which are independent ly\ selected 
from the group consisting of halogen, cyano, Cx-Ce-alkyl , 
trif luoromethyl , C 3 -C 8 -cycloalkyl , phenyl, benzyl, hydroxy, C 1 - 
C 6 -alkoxy, and a substituted C^-Cg-alkoxy which is entiVely or 
partially substituted by fluorine; benzyloxy, phenoxy, \ 
mercapto, Ci-Cg-alkylthio, carboxy, C x - C 6 - a 1 koxyc a rbony 1 ,' \ 
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b^nzyloxycarbonyl , nitro, amino, mono- C x - C 6 -alkylamino , and di- 
(Ci-^-alkyl) -amino, wherein two adjacent groups of an aromatic 
ring a>n the substituted C1-C6 alkoxy may form an additional 
ring ove\r a methylenedioxy bridge . 



44 . 

wherein : 



(oxice amended) A compound according to claim 4 3 



is selected ^rora the group consisting of hydrogen, 
halogen, cyano, methyl, trif luoromethyl , hydroxy, methoxy and 
methoxycarbonyl , 

R 2 is hydrogen or halogVn, 

R 3 is hydrogen, 

R^ is selected from the group )sK3nsisting of hydrogen, C1-C3- 
alkyl and hydroxy, 

k is 0 or 1, 

A is selected from the group consisting of C2~Cg- 
alkenylene , 

a substituted C2 -Cg -alkenylene which is Nsubst ituted once 
or twice by hydroxy or fluorine, 

C4 -Cg-alkadienylene , 

a substituted C4 -Cg -alkadienylene which is siibst ituted by 
one or two fluorine atoms, and 
1,3, 5 -hexatrienylene 



D is selected from the group consisting of C2 - Cq -alkylene 
a substituted C2 -Cq -alkylene which is substituted by 1 
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methyl or hydroxy 

\ C 2 ~ c 8 -alkenylene , 

^substituted C2 -C 8 -alkenylene which is substituted by 
methyl or hydroxy, 

a substituted C2 -Cq -alkenylene which is substituted by 
methyl or hydroxy, wherein the double bond is to ring E, 

an isoste\ically replaced C2 to C8 group selected from 
the group consisting of C^ -Cq -alkylene and C2 -Cq -alkenylene , 
the isosterically Replaced C2 to C8 group having methylene 
units and one to thrXe of the methylene units are 
isosterically replaced\by O, NH, N(CH 3 ) , N(COCH 3 ) , N(S0 2 CH 3 ) 
or CO, \ 

E is \ 




wherein n and p are, independent of eacK other, 0, 1, 2, 
or 3, wherein n + p ^ 3, \ 

R 10 is selected from the group consisting of hydrogen, 
methyl and hydroxy 1 , \ 

R 11 is hydrogen or an oxo group adjacent to the niStrogen 
atom, \ 

G is selected from the group consisting of hydrogen, C3V- 
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Cg -cyVloalkyl , methoxycarbonyl , tert-butoxycarbonyl , 
benzyloxycarbonyl , trif luoroacetyl, diphenylphosphinoyl , 



%fH 2 ) r - (CR 13 R 14 ) S -R 12 , 



- C - (CH 2 ) r -NR 1 ' 



-S0 2 - (CH 2 ) r R i: 



is 0, 1 or 2 , 



is 0 or 1, 



R 12 is selected from the group consisting of hydrogen, 
methyl, benzyl, phenyl, indanyl , indenyl, oxoin^anyl , 
naphthyl, dihydronaphthyl , tetrahydronaphthyl , 
oxotetrahydronaphthyl , flourenyl, oxof luorenyl , anVhryl , 
dihydroanthryl , oxodihydroanthryl , dioxodihydroanthiyl , 
dibenzocycloheptenyl , and oxodibenzocycloheptenyl , 
dihydrodibenzocycloheptenyl , oxodihydrodibenzocyclohep&enyl 
bound directly or over a methylene group, f uryl , thienyl\ 
pyrrolyl , oxazolyl, isoxazolyl, thiazolyl , isothiazolyl , 
pyrazolyl, imidazolyl , oxadiazolyl, thiadiazolyl , triazolyl\ 
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pysridyl, pyrazinyl, pyridazinyl, pyrimidinyl , 

imioazothiazolyl , benzof uryl , dihydrobenzof uryl , benzothienyl , 
dihydrfc^benzothienyl , indolyl, indolinyl, oxoindol inyl , 
dioxoind\linyl , benzoxazolyl , oxobenzoxazol inyl , 
benzisoxazblyl, oxobenzisoxazol inyl , benzothiazolyl , 
oxobenzthiazblinyl , benzoisothiazolyl , oxobenzoisothiazolinyl , 
benzimidazolyl \ oxobenzimidazolinyl , benzof urazanyl , 
benzothiadiazolyls. benzotriazolyl , oxazolopyridyl , 
oxodihydrooxazolopyVidyl , thiazolopyridyl , 

oxodihydrothiazolopyridyl , isothiazolopyridyl , imidazopyridyl , 
oxodihydroimidazopyridyi , pyrazolopyridyl , thienopyrimidinyl , 
chromanyl , chromanonyl , bfenzopyranyl , chromonyl , quinolyl , 
isoquinolyl, d i hydro qui no ly4 , oxodihydroquinol inyl , 
tetrahydroquinolyl , oxot e t ranydr oqu i no 1 inyl , benzodioxanyl , 
quinoxalinyl , quinazol inyl , naphthyridinyl , carbazolyl , 
tetrahydrocarbazolyl , oxotetrahyarocarbazolyl , pyridoindolyl , 
acridinyl , oxodihydroacridinyl , pha^nothiazinyl , 
dihydrodibenzoxepinyl , benzocycloheptathienyl , 
oxobenzocycloheptathienyl , dihydrothienobenzothiepinyl , 
oxodihydrothienobenzothiepinyl , dihydroodbenzothiepinyl , 
oxodihydrodibenzothiepinyl , dihydrodibenza^zepinyl , 
oxodihydrodibenzazepinyl , octahydrodibenzaztepinyl , 
benzocycloheptapyridyl , oxobenzocycloheptapyrsidyl , 
dihydropyridobenzoxepinyl , dihydrodibenzothiazeupinyl , and 
oxodihydrodibenzothiazepinyl , bound directly or over a 
methylene group, \ 

R 13 is selected from the group consisting of hydrogen, 
methyl , benzyl and phenyl , \ 

R 14 is selected from the group consisting of hydrogen, \ 
hydroxy, methyl, benzyl, phenyl, naphthyl , f uryl , thienyl, \ 
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oxaeolyl , thiazolyl, pyrazolyl, imidazolyl, oxadiazolyl, 
thiaoiazolyl , pyridyl , benzof uryl , benzothienyl , indolyl , 
indolin^l, benzoxazolyl , benzothiazolyl , benzimidazolyl , 
chromanyl\ quinolyl and tetrahydroquinolyl , bound directly or 
over a methylene group, 

wherein inNlormula 



-NR 12 R 14 may be selected from the group consisting of 
pyrrolidine, piperidine, ( 1H0 - tet rahydropyridine , 
hexahydroazepine , octahydroazocine , piperazine, 
hexahydrodiazepine , morpholine ,\hexahydrooxazepine , 2- 
azabicyclo [2 . 2 . 1] heptane , 7 -azabioyclo [2 . 2 . 1] heptane , 2,5- 
diazabicyclo [2 . 2 . 1] heptane, 8-azabiWclo [3.2. 1] octane, 2,5- 
diazabicyclo [2 . 2 . 2] octane, indol ine , \soindol ine , (1H)- 
dihydroquinoline, (1H) - tet rahydroquino Pine , (2H) - 
tetrahydroisoquinoline , ( 1H) - tetrahydroquvinoxal ine , (4H) - 
dihydrobenzoxazine , (4H) -dihydrobenzothiazine , (1H)- 
tetrahydrobenzo [b] azepine , ( 1H) -tetrahydrobeVzo [d] azepine , 
( 5H) - tetrahydrobenzo [b] oxazepine , (5H)- \ 
tetrahydrobenzo [b] thiazepine , 1,2,3,4 -tetrahydA- 9H- 
pyrido [3 , 4 -b] indol , (10H) -dihydroacridine , 1 , 2 , 3 , V 
tetrahydroacridanone , (5H) -dihydrodibenzazepine , (5NH) - 
dihydrodibenzodiazepine , (11H) -dihydrodibenzo [b, e] oxazepine , 
( 11H) -dihydrodibenzo [b, e] thiazepine , (10H)- \ 
dihydrodibenzo [b, f ] oxazepine and (5H) - \ 
tetrahydrodibenzazocine , \ 

wherein aromatic rings are substituted or unsubst ituted. 
independently of each other by one to three substituents \ 
independently selected from the group consisting of halogen, 
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cyano, Ci -Cg -alkyl , t rif luoromethyl , C3 -Cg -cycloalkyl , phenyl, 
benzyl , hydroxy, Ci-Cg-alkoxy, and a substituted -Cg-alkoxy 
entirely or partially substituted by fluorine; benzyloxy, 
phenoxy\ mercapto, -Cg-alkylthio, carboxy, C^-Cg- 
alkoxycarbonyl , benzyloxycarbonyl , nitro, amino, mono-C]_-Cg- 
alkylaminoX and di- (Ci-Cg-alkyl) -amino, wherein two adjacent 
groups of an\aroraatic ring in the substituted C1-C6 alkoxy 
form an additional ring over a methylenedioxy bridge. 

45. (once amended) A compound according to claim 22, 
wherein \ 

Rl is selected from the group consisting of hydrogen, 
fluorine, chlorine, broraiV, methyl, trif luoromethyl and 
hydroxy , \ 

R 2 and \ 
R-3 are hydrogen, \ 

R 4 is hydrogen or hydroxy, \ 

k is 0 or 1, \ 

A is selected from the group consisting c 2" c 4~ 

alkenylene, \ 

1 , 3 -butadienylene , \ 

a C2 -C4 -alkenylene substituted by fluorine ,\and 

a 1 , 3 -butadienylene substituted by fluorine, \ 

D is selected from the group consisting of C2 -Cg -a\kylene , 

c 2 -Cg-alkenylene , \ 

c 2 -Cg-alkylene and C2 -Cg -alkenylene wherein the douole 
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9 



bond\^.s to ring E, and 

isosterically replaced C2 to C6 group selected from 
f the groub consisting of C2 -Cg -alkylene and C2 -Cg -alkenylene , 
~~ A^-the isosteVically replaced C2 to C6 group having 
G^W a methyl eneVnit which is isosterically replaced by 0, NH, 
N(CH 3 ) or CO, Vr an ethylene group which is isosterically 
replaced by NH-<SO or CO-NH, or a propylene group which is 
isosterically replaced by NH-CO-O or O-CO-NH, 



t 



I E is selected from\the group consisting of piperidine, and 
a substituted piperidinte wherein the heterocyclic ring is 
substituted by an oxo group adjacent to the nitrogen atom, 



G is selected from the group consisting of hydrogen, tert- 
butoxycarbonyl , diphenylphosph\noyl , 



(CH 2 )— (CR 13 R 14 )— R 1 



-C— (CH 2 )— (CR 13 R 14 )— R 1: 



(G2a) , 



-c- 

il 

o 



-(CH 2 ) r 
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S0 2 — (CH 2 ) r R 



,12 



(G3) 



0 




whereis 



r 



is 0 or 1/* 



is 0 or 1, 



R 12 is selected from the group consisting of hydrogen, 
methyl, benzyl, phenyl, iisdenyl , oxoindanyl, naphthyl , 
tetrahydronaphthyl , fluorenVl, oxof luorenyl , anthryl , 
dihydroanthryl , oxodihydroantrhryl , dioxodihydroanthryl , 
dibenzocycloheptenyl , and dihydsrodibenzocycloheptenyl , bound 
directly or over a methylene group, f uryl , thienyl, oxazolyl , 
thiazolyl, imidazolyl , oxadiazolyl\ thiadiazolyl , pyridyl, 
pyrazinyl, pyrimidinyl , imidazothiaztolyl , benzofuryl, 
benzothienyl , indolyl , oxoindolinyl , ddoxoindol inyl , 
benzoxazolyl , oxobenzoxazol inyl , benzothiazolyl , 
oxobenzthiazolinyl , benzimidazolyl , oxobetazimidazolinyl , 
benzof urazanyl , benzotriazolyl , oxazolopyrisdyl , 
oxodihydrooxazolopyridyl , thiazolopyridyl , \ 
oxodihydrothiazolopyridyl , chromanyl , chromanofayl , 
benzopyranyl , chromonyl , quinolyl , isoquinolyl , \ 
oxodihydroquinolinyl , tetrahydroquinolyl , \ 
oxotetrahydroquinolinyl , benzodioxanyl , quinazolinw , 
acridinyl, oxodihydroacridinyl , phenothiazinyl , \ 
dihydrodibenzoxepinyl , benzocycloheptathienyl , \ 
dihydrothienobenzothiepinyl , dihydrodibenzothiepinyl , \ 
oxodihydrodibenzothiepinyl , dihydrodibenzazepinyl , \ 
oxodihydrodibenzazepinyl , octahydrodibenzazepinyl , \ 
benzocycloheptapyridyl , oxobenzocycloheptapyridyl , and \ 
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Oihydrodibenzothiazepinyl , bound directly or over a methylene 
gro\p, 

R 13 isNselected from the group consisting of hydrogen, 
methyl , benzyl and phenyl , 

R 14 is selected from the group consisting of hydrogen, 
hydroxy, methyl , \enzyl , phenyl, naphthyl , f uryl , thienyl, 
pyridyl, benzof urylV benzothienyl , indolyl , benzoxazolyl , 
benzothiazolyl , benzitaidazolyl , chromanyl , quinolyl and 
tetrahydroquinolyl , bouWl directly or over a methylene group, 

wherein in the formulaX 

— C— (CH 2 )— NR 12 R 14 \ 
II r \ 

O \ 

(SS?b) 

— NR 12 R 14 may be selected from pyrrolidine, piperidine, 

hexahydroazepine , morpholine, 2 , 5 -diazabicyclo [2 . 2 . 1 ] heptane , 
indoline, isoindoline, ( 1H) -dihydroquinoline \ ( 1H) - 
tetrahydroquinoline , (2H) -tetrahydroisoquinoline, (1H)- 
tetrahydrobenzo [b] azepine, (1H) - tetrahydrobenzo [aj azepine, 
(5H) - tetrahydrobenzo [b] oxazepine, (5H) - \ 
tetrahydrobenzo [b] thiazepine , 1,2,3,4 -tetrahydroacrmanone , 
(5H) -dihydrodibenzazepine , (11H) -dihydrodibenzo [b, e] oxazepine 
and ( 11H) -dihydrodibenzo [b, e] thiazepine , \ 

wherein aromatic rings are substituted or unsubstitu\ed, 
independently of each other, by one to three subst ituentsX 
which are independently selected from the group consisting ok. 
halogen, cyano, Ci-Cg-alkyI, trif luoromethyl , C3-C8- 
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cVcloalkyl, phenyl, benzyl, hydroxy, Ci-Cg-alkoxy, a 
substituted Ci-Cg-alkoxy which is entirely or partially 
substituted by fluorine; benzyloxy, phenoxy, mercapto, C-^-Cq- 
alkyl\hio, carboxy, Cx -Cg -alkoxycarbonyl , benzyloxycarbonyl , 
nitro, \mino, mono-Cx-Cg-alkylamino and di - (Cx -Cg -alkyl ) - 
amino, wherein two adjacent groups on the aromatic ring or 
ring systefS may form an additional ring over a methyl enedioxy 
bridge . \ 

46. (once ^amended) A compound according to claim 45, 
wherein: \ 

R 1 is selected frW the group consisting of hydrogen, 

fluorine, methyl\ trif luoromethyl and hydroxy, 
R 2 and \ 
R 3 are hydrogen, \ 

R 4 is hydrogen or hydroxy\ 

k is 0, \ 

A is ethenylene or 1 , 3 -butadienylene 

D is selected from the group consisting of C2 -Cg-alkylene, 
c 2 -Cg-alkenylene , a C2 -C 6 -alkylene\ wherein the double 
bond is to ring E, and a C2 -Cg -alkervylene wherein the 
double bond is to ring E, \ 

E is selected from the group consisting of\ pyrrol i dine , 
piperidine, hexahydroazepine and morpholioe, 



G 
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idiphenylmethyl , fluorenyl, dihydrodibenzocycloheptenyl , 
f u\ylmethyl , thienylmethyl , thiazolylmethyl , 
pyri^yl methyl , benzothienylmethyl , quinolylmethyl , 
phenyl\thienylmethyl , phenyl -pyridylmethyl , 
dihydrodnsbenzoxepinyl , dihydrodibenzothiepinyl , acetyl, 
pivaloyl, phenylacetyl , diphenylacetyl , 

diphenylpropionyl , naphthylacetyl , benzoyl, naphthoyl , 
anthrylcarbonylS. oxof luorenylcarbonyl , 

oxodihydroanthryJScarbonyl , dioxodihydroanthrylcarbonyl , 
f uroyl , pyridylcarbonyl , chromonylcarbonyl , 
quinolylcarbonyl , napht hy 1 ami no c a rbony 1 , 
dibenzylaminocarbonyl \benzylphenylaminocarbonyl , 
diphenyl aminocarbonyl , rndol inyl - 1 - carbonyl , 
dihydrodibenzazepin-N-carbonyl , tetrahydroquinol inyl -N- 
carbonyl , tetrahydrobenzo [b\azepinyl -N- carbonyl , 
methanesulf onyl , phenylsulf onyl , p-toluenesulf onyl , 
naphthylsulf onyl , quinolinsulf onyl , and 
. diphenylphosphinoyl , \ 

wherein aromatic rings are substituted or\ unsubst ituted 
independently of each other by one to threk substituents 
which are independently selected from the group consisting of 
halogen, cyano, Ci-Cg-alkyl , trif luoromethyl , \C3 -Cs - 
cycloalkyl, phenyl, benzyl, hydroxy, Ci-Cg-alkoVy , Ci~Cg- 
alkoxy, entirely or partially substituted by fluorine; 
benzyloxy, phenoxy, mercapto, -Cg-alkylthio , carisoxy, C^-Cg- 
alkoxycarbonyl , benzyloxycarbonyl , nitro, amino, mono-C^-Cg- 
alkylamino and di - (C^ -Cg -alkyl ) -amino , wherein two adjacent 
groups in the ring or ring system may form an additional ring 
over a methylenedioxy bridge. 

47. (once amended) A compound according to claim 4, 
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which is selected from the group consisting of 

N- [4- (l-methylsulfonylpiperidin-4-yl) -butyl] -3- (pyridin-3 -yl ) - 
acrylamide , 

N- {4- [1- (2-naphthylsulfonyl) -piperidin-4 -yl] -butyl } -3- 
(pyridin-3 -yl ) -acrylamide, 

N- {4- [1- (2-naphthylsulfonyl) -piperidin-4 -yl] -butyl } -5- 
(pyridin-3 -yl ) -2 , 4 -pentadienoic acid amide, 

N- { 4 - [ 1 - ( 1 -naphthylaminocarbonyl ) -piperidin-4 -yl ] -butyl } - 3 - 
(pyridin-3-yl) -acrylamide, 

N- [4- ( 1 -diphenylaminocarbonyl -piperidin-4 -yl ) -butyl] -3- 
(pyridin- 3 -yl ) -acrylamide, 

N- [4- ( 1 -diphenylaminocarbonyl -piperidin-4 -yl ) -butyl] -5- 
(pyridin-3 -yl ) -2 , 4 -pentadienoic acid amide, 

N- {4- [1- (10, 11 -dihydrodibenzo [b, f ] azepin- 5 -yl - carbonyl ) - 
piperidin-4-yl] -butyl} -3- (pyridin- 3 -yl ) -acrylamide, and 

N- [4- ( 1 -diphenylphosphinoyl -piperidin-4 -yl ) -butyl] -3- (pyridin- 
3-yl) -acrylamide 



or as a pharmaceutically acceptable acid addition salt 
thereof . 

48. (once amended) A compound according to claim 42, 
which is selected from the group consisiting of N-[4-(l- 
acetylpiperidin-4 -yl ) -butyl] -3- (pyridin- 3 -yl ) -acrylamide, 



\ 
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N- [4- ( 1 -diphenylacetyl -piperidin-4 -yl ) -butyl] -3- (pyridin-3- 
yl) -acrylamide , N- {4- [1- {3, 3 -diphenylpropionyl ) -piperidin- 4 - 
yl] -butyl} -3- (pyridin-3 -yl ) -acrylamide, N- [4- (1- 
benzoylpiperidin-4 -yl) -butyl] -3- (pyridin- 3 -yl ) -acrylamide, 
N- [4- (l-benzoylpiperidin-4-yl) -butyl] -5- (pyridin- 3 -yl ) -2,4- 
pentadienoic acid amide, and N- { 4 - [1 - ( 9 -oxo- 9H- f luoren-4 -yl - 
carbonyl) -piperidin-4 -yl ] -butyl} -3- (pyridin- 3 -yl ) -acrylamide, 
or as a pharmaceut ically acceptable acid addition salt 
thereof . 

49. (once amended) A compound according to claim 42, 
which is selected from the group consisting of N-{4-[l- 

(phenylpyridin- 3 -yl -methyl) -piperidin-4 -yl ] -butyl} -3- (pyridin- 
3-yl) -acrylamide, N-{4- [1- (phenylpyridin- 4 -yl -methyl ) - 
piperidin-4 -yl] -butyl } -3 - (pyridin-3 -yl ) -acrylamide , N- { 4 - [1 - 

(6 , 11 -dihydrodibenzo [b, e] oxepin- 11 -yl ) -piperidin-4 -yl] -butyl } - 
3- (pyridin-3-yl) -acrylamide and N- { 4 - [ 1 - ( 6 , 1 1 - 
dihydrodibenzo [b, e] thiepin- 1 1 -yl ) -piperidin-4 -yl] -butyl } -3- 

(pyridin-3-yl) -acrylamide, or as a pharmaceut ically acceptable 
acid addition salt thereof. 

50. (once amended) A compound according to claim 42, 
which is selected from the group consisting of N-[7-(l- 
diphenylmethylpiperidin-4 -yl ) -heptyl] -3- (pyridin- 3 -yl ) - 
acrylamide, N- [8- ( 1 -diphenylmethylpiperidin-4 -yl ) -octyl] -3- 
(pyridin-3 -yl ) -acrylamide, N- [3- ( 1 -diphenylmethylpiperidin-4 - 
yloxy) -propyl] -3- (pyridin-3 -yl) -acrylamide, and N-[3-(l- 
benzylpiperidin-4 -yloxy) -propyl] -3- (pyridin-3 -yl ) -acrylamide 
or as a pharmaceut ically acceptable acid addition salt 
thereof . 

51. (once amended) A compound according to claim 42, 
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which is selected from the group consisting of N-[2-(l- 
diphenylmethylpiperidin-4-yl) -ethyl] -5- (pyridin- 3 -yl ) -2,4- 
pentadienoic acid amide, N- [4- (l-diphenylmethylpiperidin-4- 
yl) -butyl] -5- (pyridin- 3 -yl ) -2 , 4 -pentadienoic acid amide, 
N- [5- (l-diphenylmethylpiperidin-4-yl) -pentyl] -5- (pyridin-3- 
yl) -2 , 4 -pentadienoic acid amide and N-[6-(l- 

diphenylmethylpiperidin-4 -yl) -hexyl] -5- (pyridin- 3 -yl ) -2,4- 
pentadienoic acid amide or as a pharmaceutical ly acceptable 
acid addition salt thereof. 



56. (once amended) A pharmaceutical composition 
jQj^i^ comprising one or more of the\compounds according to formula 
c$- (I) and pharmaceutically acceptable salts of formula (I) 

,R 3 




-N-D-E-G 



R 1 is selected from the group consisting of Vydrogen, 
halogen, cyano, C 1 -C 6 -alkyl, trif luoromethyl , C 3 -C 8 -\ycloalkyl , 
Ci-C^-hydroxyalkyl , hydroxy, C^-Q-alkoxy , benzyloxy, \C 2 -C 4 - 
alkanoyloxy, C^-C^-alkylthio, C 2 -C 5 -alkoxycarbonyl , 
aminocarbonyl , C 3 -C 9 -dialkylaminocarbonyl , carboxy, phenyl' 
phenoxy, pyridyloxy, NR S R 6 , and bridged R 1 R 2 ; wherein 



R 5 



is selected from the group consisting of hydrogen^ 
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and Ci-'Cg-alkyl; and 

R 6 \ is selected from the group consisting of hydrogen 
and Ci-Ce-aikyl; 

R 2 is selected from the group consisting of hydrogen, 
halogen, Ci-Cg-aNLkyl , trif luoromethyl and hydroxy and bridged 
R 1 R 2 ; \ 

wherein \ 

bridged R 1 R 2 is where R X R 2 are adjacent and form a bridge 
which is selected from \he group consisting of -(CH 2 ) 4 - 
,(CH=CH) 2 - and -CH 2 0-CR 7 R 8 ^0- ; wherein 

R 7 is selected from \he group consisting of hydrogen, 
and Ci-Cg-alkyl; and \ 

R 8 is selected from theNgroup consisting of hydrogen 
and Ci-Cg-alkyl; \ 

R 3 is selected from the group consisting of hydrogen, 
halogen and Ci-Cg-alkyl; \ 

R 4 is selected from the group consisting of hydrogen, C x - 
C 6 -alkyl, C 3 -C 6 -alkenyl , hydroxy, Ci-Cg-alkoW and benzyloxy; 

k is 0 or 1, \ 

A is selected from the group consisting of Os-C 6 - 
alkenylene, \ 

a substituted C 2 -C 6 -alkenylene which is substituted one to 
three-fold by C 1 -C 3 -alkyl, hydroxy, fluorine, cyano, oV phenyl , 

C 4 -C 6 -alkadienylene , \ 
a substituted C 4 -C 6 -alkadienylene which is substituted. 
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once\or twice by C 1 -C 3 -alkyl, fluorine, cyano, or phenyl, 
1,3, 5\hexatrienylene , 

a ^substituted 1 , 3 , 5-hexatrienylene which is substituted 
£LS by C 1 -C 3 -alkyl , fluorine, or cyano, and ethinylene; 
—A — D isNselected from the group consisting of 

Ci-C 10 -aJ>kylene , 

a substituted C^-Cio-alkylene which is substituted once or 
twice by C 1 -C 3 -arkyl or hydroxy, 
C 2 -C 10 -alkenylene , 

a substituted Cv.-C 10 -alkenylene which is substituted once 
or twice by C 1 -C 3 -alkyl or hydroxy, 

a substituted C 2 -CiV-alkenylene which is substituted once 
or twice by C 1 -C 3 -alkyl oryhydroxy, wherein the double bond is 
to E , \ 

C 3 -C 10 -alkinylene , \ 

a substitued C 3 -C 10 -alkinyJ>ene which is substituted once 
or twice by C 1 -C 3 -alkyl or hydroxy, 

an isosterically replaced C 1 tio C 10 group selected from 
the group consisting of C x -C 10 -alkyle\oe , C 2 -C 10 -alkenylene and 
C 3 -C 10 -alkinylene , the isosterically replaced C ± to C 10 group 
having methylene units and one to three\pf the methylene units 
are isosterically replaced by 0, S, NR 9 , GO, SO or S0 2 ; wherein 

R 9 is selected from the group consisting of hydrogen, C 1 - 
C 3 -alkyl, C 2 -C 6 -acyl and methanesulf onyl ; \ 

E is \ 
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wherein n and p are, independent of each other, 0, 
. 1, 2, or\3 wherein n + p z 3 , 

R 10 is selected from the group consisting of -hydrogen, C x 
C 3 -alkyl, hydroxy, hydroxymethyl , carboxy and C 2 -C 7 - 
alkoxycarbonyl / 

R 11 is selectedVrora the group consisting of hydrogen 
and an oxo group adjacent to the nitrogen atom in E; 

G is selected from th\ group consisting of hydrogen, 
Gl, G2 , G3 , G4 and\j}5 ; wherein 

Gl is - (CH 2 ) r - (CR 13 R 14 ) 3 -R 12 
wherein 

r is 0, 1 or 2 , and 

s is 0 or 1, 



R 12 is selected from the group consisting oS 
hydrogen, 
Ci-Cs-alkyl , 
C 3 -C 6 -alkenyl , 
C 3 -C 6 -alkinyl , 
C 3 -C 8 -cycloalkyl , 
benzyl , 
phenyl , 

monocyclic aromatic five- and six-membered heterocycles 
which heterocycles contain one to three hetero-atoms selected 
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ftrom the group consisting of N, S and O, which heterocycles 
ar\ bound directly to or over a methylene group, 

\ an anellated bi- and tricyclic aromatic or partially 
hydrogenated carbocyclic ring system with 8 to 16 ring atoms 
and at \east one aromatic ring and the carbocyclic ring and 
aromatic \ing being bonded with a bond which is either over an 
aromatic or\a hydrogenated ring and either directly or over a 
methylene group, and 

a N, S, O^anellated bi- and tricyclic aromatic or 
partially hydrogenated heterocyclic ring systems with 8 to 16 
ring atoms and at \east one aromatic ring, wherein one to 
three ring atoms are\selected from N, S and O and the 
carbocyclic ring and aromatic ring being bonded with a bond 
which is either over an ^aromatic or a hydrogenated ring, and 
either directly or over aVethylene group; 

R 13 has the same meaning as R 12 , but is selected 
independently thereof; \ 

R 14 is selected from the gro\n? consisting of hydrogen, 
hydroxy , \ 
methyl , \ 
benzyl , \ 
phenyl , \ 

monocyclic aromatic five- and six-meWbered heterocycles 
which contain one to three hetero-atoms selected from the 
group consisting of N, S and 0 and are boundXeither directly 
or over a methylene group, \ 

an anellated bi- and tricyclic aromatic or partially 
hydrogenated carbocyclic ring system with 8 to 16\ring atoms 
and at least one aromatic ring and the carbocyclic rd.ng and 
the aromatic ring being bonded with a bond which is either 
over an aromatic or a hydrogenated ring and either diresstly or 
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ovter a methylene group, and 

a N, S, O anellated bi- and tricyclic aromatic or 
partially hydrogenated heterocyclic ring system with 8 to 16 
ring atotais and at least one aromatic ring, which heterocycles 
-~ contain orte to three ring atoms are selected from N, S and O 

JC7 ya_ and the heterocyclic ring and aromatic ring being bonded with 

C&^w a bond which aSs over an aromatic or a hydrogenated ring and 
either direct ly\or over a methylene group; 

G2 isNselected from the group consisting of 

C-(CH 2 ) r - 

O 



II 

o 



-C-(CH 2 ) r -Q ; 
O 



wherein R 12 and R 14 have the above meaking, and Q 

is a nitrogen-containing heterocycle b\mnd over the 
nitrogen atom, the nitrogen-containing heterocycle being 
selected from the group consisting of 

saturated and unsaturated monocyclic, four-\to eight - 
membered heterocycles, 

saturated and unsaturated monocyclic, four- to\ eight - 
membered heterocycles, which, aside from an essential nitrogen 
atom contain one or two further hetero-atoms selected \from N, 
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l and O, 

saturated and unsaturated bi- or tricyclic, anellated or 
bridged heterocycles with 8 to 16 ring atoms; 

saturated and unsaturated bi- or tricyclic, anellated or 
£^&Ls bridged heterocycles with 8 to 16 ring atoms, which, aside 
g^^j^ from an essential nitrogen atom contain one or two further 
hetero-atoms selected from N, S and 0, 



\ 



Ar is selected from the group consisting of phenyl, 

pridyl and naphthyl ,- and 

2 v 
Ar is selected from the group consisting of 

phenyl , pyridyl and naphthyl ; 
G5 is -COR 15 , 
wherein 



R 15 is selected from the group consisting of 
trif luoromethyl , C 1 -C 6 -alkoxy , C 3 -C 6 -alkenyloxy and benzyloxy; 
and 



250402 



-36- 



09/216, 075 



Atty Dkt No. 64978 



swherein aromatic rings in R 1 , R 4 , R 12 , R 13 , R 14 , R 15 , Q, Ar 1 
and Ar 2 \re unsubst i tut ed or substituted, the substituted rings 
in R 1 , R 4 , R 13 , R 14 , R 15 , Q, Ar 1 and Ar 2 having one to three 

substituents wh3>ch are independently selected from the group 
consisting of halogen, cyano, Cx-Cg-alkyl, trif luoromethyl , C 3 - 
C 8 -cycloalkyl , phenyl , Ts^enzyl , hydroxy, C^-Cg-alkoxy , and a 
substituted Ci-Cg-alkoxy wh<ch is entirely or partially 
substituted by fluorine, benzyioxy, phenoxy, mercapto, C^-Cg- 
alkylthio, carboxy, C x - C 6 - al koxyc^rbony 1 , benzyloxycarbonyl , 
nitro, amino, mono -C 1 -C 6 - alky 1 amino /Nand di - (C 1 -C s -alkyl ) -amino , 
wherein two adjacent groups of an aromatic ring in the 
substituted C^-Cg alkoxy may form an additional ring over a 
methyl enedioxy bridge, 

wherein general formula (I) does not include. (E) -3 - ( 3 - 
pyridyl) -N- [2- ( 1 -benzylpiperidin-4 -yl ) ethyl ] - 2 -proptsnamide . 



64. (oh>ce amended) A method of inhibiting tumor cell 
growth in a human or animal body comprising administering to 
the human or animal body an effective amount of a 
pharmaceutical composition, wherein the pharmaceutical 
composition includes a compound of general formula (I) 

ry 3 




(0) k 
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R 1 is selected from the group consisting of hydrogen, 
fvalogen, cyano, C^-Cg-alky]. , trif luoromethyl , C 3 -C 8 -cycloalkyl , 
Ci-^L-hydroxyalkyl , hydroxy, C 2 -C 4 -alkoxy , benzyloxy, C 2 -C 4 - 
alkanb*yloxy , C^-Qj-alkylthio , C 2 - C 5 - alkoxycarbonyl , 
aminocarbonyl , C 3 -C 9 -dialkylaminocarbonyl , carboxy, phenyl, 
phenoxy, pYridyloxy, NR 5 R 6 , and bridged R 1 R 2 ; wherein 

R 5 is selected from the group consisting of hydrogen 
and Ci-Cg-alkyl ; and 

R 6 is selected from the group consisting of hydrogen 
and Ci-Cg-alkyl ; \ 

R 2 is selected \rom the group consisting of 
hydrogen, halogen, Ci-Cg-alkyl, trif luoromethyl and hydroxy and 
bridged R X R 2 ; \ 

wherein \ 

bridged R 1 R 2 is where R 1 R 2 are adjacent and form a bridge 
which is selected from the group consisting of -(CH 2 ) 4 - 
, (CH=CH) 2 - and -CH 2 0-CR 7 R 8 -0- ; wherein \ 

R 7 is selected from the group consisting of hydrogen, 
and Ci-Cg-alkyl ; and \ 

R 8 is selected from the group consisting of hydrogen 
and Ci-Cs-alkyl ; \ 

R 3 is selected from the group consisting of hydsrogen, 
halogen and Ci-Cg-alkyl; \ 

R 4 is selected from the group consisting of hydrogen\ C^- 
C 6 -alkyl, C 3 -C 6 -alkenyl , hydroxy, Ci-Cg-alkoxy and benzyloxyX 

k is 0 or 1, 
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\ A is selected from the group consisting of C 2 -C 6 - 
alKfenylene , 

\ substituted C 2 -C 6 -alkenylene which is substituted one to 
three -fVLd by C 1 -C 3 -alkyl / hydroxy, fluorine, cyano, or phenyl, 

C 4 -C 6 -alkadiWiylene , 

a substituted C 4 -C 6 -alkadienylene which is substituted 
once or twice by\ C^-C^-alkyl , fluorine, cyano, or phenyl, 
1,3, 5-hexatrienylene , 

a substituted 1\3 , 5 -hexatrienylene which is substituted 
by C 1 -C 3 -alkyl, fluorine, or cyano, and ethinylene; 

D is selected frorrkthe group consisting of 

C 1 -C 10 -alkylene , \ 

a substituted C^C^-alkVlene which is substituted once or 
twice by C r -C 3 -alkyl or hydroxy^ 

C 2 -C 10 -alkenylene, \ 

a substituted C 2 -C 10 -alkenylene which is substituted once 
or twice by C 1 -C 3 -alkyl or hydroxy, \ 

a substituted C 2 -C 10 -alkenylene wMch is substituted once 
or twice by C^-C-j-alkyl or hydroxy, wherein the double bond is 
to E, \ 

C 3 -C 10 -alkinylene , \ 

a substitued C 3 -C 10 -alkinylene which is substituted once 
or twice by C 1 -C 3 -alkyl or hydroxy, \ 

an isosterical ly replaced C x to C 10 group seJSected from 
the group consisting of Cj-Cjo-alkylene, C 2 -C 10 -alkeiWlene and 
C 3 -C 10 -alkinylene , the isosterically replaced C 1 to c\ group 
having methylene units and one to three of the methylene units 
are isosterically replaced by 0, S, NR 9 , CO, SO or S0 2 ; wherein 

R 9 is selected from the group consisting of hydrogenX C x - 
C 3 -alkyl, C 2 -C 6 -acyl and methanesulf onyl ; \ 
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wherein n and p are , ^^independent of each other, 0, 1, 2, 
or 3 wherein n + p < 3 , 

R 10 is selected from the group consisting of hydrogen, C 1 - 
C 3 -alkyl, hydroxy, hydroxymethyl , \arboxy and C 2 -C 7 
alkoxycarbonyl / 

R 11 is selected from the group consisting of hydrogen 
and an oxo group adjacent to the nitrogen\atom in E ; 

G is selected from the group consisting of hydrogen, 
Gl, G2 , G3 , G4 and G5 ; wherein 

Gl is - (CH 2 ) r - (CR 13 R 14 ) S -R 12 
wherein 

r is 0, 1 or 2, and 

s is 0 or 1, 



R 12 is selected from the group consisting of 



250402 



-40- 



09/216, 075 



Atty Dkt No. 64 978 



\ hydrogen, 
CVC 6 -alkyl , 
C 3 -6s-alkenyl , 
C 3 -C 6 -\lkinyl, 
C 3 -C 8 -cycsloalkyl , 
benzyl , \ 
phenyl , \ 

monocyclic aromatic five- and six-membered heterocycles 
which heterocycles contain one to three hetero-atoms selected 
from the group consisting of N, S and O, which heterocycles 
are bound directly to or over a methylene group, 

an anellated bi- and tricyclic aromatic or partially 
hydrogenated carbocyclic ring\system with 8 to 16 ring atoms 
and at least one aromatic ring \nd the carbocyclic ring and 
aromatic ring being bonded with a\bond which is either over an 
aromatic or a hydrogenated ring and\either directly or over a 
methylene group, and \ 

a N, S, O anellated bi- and tricyclic aromatic or 
partially hydrogenated heterocyclic ring\systems with 8 to 16 
ring atoms and at least one aromatic ring ,\ wherein one to 
three ring atoms are selected from N, S and\p and the 
carbocyclic ring and aromatic ring being bonded with a bond 
which is either over an aromatic or a hydrogena\ted ring, and 
either directly or over a methylene group/ \ 

R 13 has the same meaning as R 12 , but is selected 
independently thereof; \ 

R 14 is selected from the group consisting of hydrogen, 
hydroxy , \ 
methyl , \ 
benzyl, \ 
phenyl , \ 
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monocyclic aromatic five- and six-membered heterocycles 
which contain one to three hetero-atoms selected from the 
grottp consisting of N, S and O and are bound either directly 
or ovesr a methylene group, 

an\nellated bi- and tricyclic aromatic or partially 
hydrogenated carbocyclic ring system with 8 to 16 ring atoms 
and at least \me aromatic ring and the carbocyclic ring and 
the aromatic riWj being bonded with a bond which is either 
over an aromatic exr a hydrogenated ring and either directly or 
over a methylene group, and 

a N, S, O anellatsed bi- and tricyclic aromatic or 
partially hydrogenated Heterocyclic ring system with 8 to 16 
ring atoms and at least onfe aromatic ring, which heterocycles 
contain one to three ring atbnis are selected from N, S and O 
and the heterocyclic ring andVromatic ring being bonded with 
a bond which is over an aromatic\or a hydrogenated ring and 
either directly or over a methylene group; 

G2 is selected from the \roup consisting of 

-C -(CH 2 ) r -(CR 13 R 14 ) s -R 12 ' \ 

II \ 

O \ 



- C - (CH 2 ) r -NR ,2 R 14 
O 



-C-(CH 2 ) r -Q ; 
O 
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\ wherein R 12 and R 1 * have the above meaning, and Q 

\ is a nitrogen-containing heterocycle bound over the 
nitrogen atom, the nitrogen-containing heterocycle being 
selected from the group consisting of 

saturated and unsaturated monocyclic, four- to eight - 
membered hetserocycles, 

saturated, and unsaturated monocyclic, four- to eight - 
membered heterocycles, which, aside from an essential nitrogen 
atom contain one oV two further hetero-atoms selected from N, 
S and O, \ 

saturated and unsaturated bi- or tricyclic, anellated or 
bridged heterocycles with 8 to 16 ring atoms; 

saturated and unsaturated bi- or tricyclic, anellated or 
bridged heterocycles with 8 do 16 ring atoms, which, aside 
from an essential nitrogen atomy contain one or two further 
hetero-atoms selected from N, S arid O, 

G3 is -S0 2 - (CH 2 ) r -R 12 , \ 



\ ^Ar 1 
P 

\ 

Ar 2 



Ar is selected from the group consisting of phenyl\ 

pridyl and naphthyl ; and 
2 

Ar is selected from the group consisting of 
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phenyl , pyridyl and naphthyl ; 
is -COR 15 , 
wherein 

R 15 is selected from the group consisting of 
trif luoromethyl \ C^-Cg-alkoxy, C 3 - C 6 - alkenyloxy and benzyloxy; 
and \ 

wherein aromatro rings in R 1 , R 4 , R 12 , R 13 , R 14 , R 15 , Q, Ar 1 
and Ar 2 are unsubst ituted or substituted, the substituted rings 
in R 1 , R 4 , R 12 , R 13 , R 14 , RJ 5 , Q, Ar 1 and Ar 2 having one to three 
substituents which are independently selected from the group 
consisting of halogen, cyan&j, Ci-Cg-alkyl, trif luoromethyl , C 3 - 
C 3 -cycloalkyl , phenyl, be nzyl\ hydroxy, C^-Cg-alkoxy , and a 
substituted C 1 -C 6 -alkoxy which \s entirely or partially 
substituted by fluorine, benzyloxy, phenoxy, mercapto, C 1 -C 6 - 
alkylthio, carboxy, C^Cg-alkoxycarbonyl , benzyloxycarbonyl , 
nitro, amino, mono-Ci-Cg-alkylamino, Vnd di - (Cx-Cg-alkyl ) -amino , 
wherein two adjacent groups of an aromatic ring in the 
substituted C 1 -C 6 alkoxy may form an additional ring over a 
methylenedioxy bridge . \ 

65. (Once amended) A method of suppressing autoimmune 
disease in a human or animal body comprising administering to 
the human or animal body an effective amount of\a 
pharmaceutical composition of, wherein the pharmaceutical 
composition includes a compound of general formula V I) or a 
pharmaceutically acceptable salt of formula (I) \ 
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(I) 



wherein: \ 

R 1 is selected from tshe group consisting of hydrogen, 
halogen, cyano , C 1 -C 6 -alkyl\ trif luoromethyl , C 3 -C 8 - cycloalkyl , 
C 1 -C 4 -hydroxyalkyl , hydroxy, k -C 4 -alkoxy, benzyloxy, C 2 -C 4 - 
alkanoyloxy, C^-C^-alkylthio , cV-Cs-alkoxycarbonyl , 
aminocarbonyl , C 3 -C 9 -dialkylaminocarbonyl , carboxy, phenyl, 
phenoxy, pyridyloxy, NR 5 R 6 , and bridged R 1 R 2 ; wherein 

R 5 is selected from the group csonsisting of hydrogen 
and Cj^-Cg-alkyl; and \ 

R 6 is selected from the group consisting of hydrogen 
and Cj-Cg-alkyl; \ 

R 2 is selected from the group consist ing\ of hydrogen, 
halogen, C^-Cg-alkyl, trif luoromethyl and hydroxy and bridged 
R 2 R 2 ; \ 

wherein \ 
bridged R X R 2 is where R X R 2 are adjacent and form a\ bridge 
which is selected from the group consisting of -(CH 2 ) 4 -\ 
, (CH=CH) 2 - and -CH 2 0-CR 7 R 8 -0- ; wherein \ 

R 7 is selected from the group consisting of hydrogen., 
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ana. Cj-Cg-alkyl ; and 

\R 8 is selected from the group consisting of hydrogen 
and c\c 6 -alkyl; 

R 3 A selected from the group consisting of hydrogen, 
halogen andXCi-Cg-alkyl ; 

R 4 is selected from the group consisting of hydrogen, C 1 - 
C 6 -alkyl, C 3 -C 6 -arkenyl , hydroxy, Ci-Cg-alkoxy and benzyloxy; 

k is 0 or 1, \ 

A is selected from \he group consisting of C 2 -C s - 
alkenylene, \ 

a substituted C 2 -C 6 -alke>nylene which is substituted one to 
three- fold by C 1 -C 3 -alkyl, hyd\pxy, fluorine, cyano, or phenyl, 
C 4 -C 6 -alkadienylene , \ 

a substituted C 4 -C 6 -alkadieny>lene which is substituted 
once or twice by C 1 -C 3 -alkyl, fluoAne, cyano, or phenyl, 
1 , 3 , 5 -hexatrienylene , \ 

a substituted 1 , 3 , 5 -hexatrienylene which is substituted 
by C 1 -C 3 -alkyl, fluorine, or cyano, and ^thinylene ; 

D is selected from the group consisting of 

Ci-CiQ-alkylene , \ 

a substituted C x -C 10 -alkylene which is substituted once or 
twice by C 1 -C 3 -alkyl or hydroxy, \ 

C 2 -C 10 -alkenylene , \ 

a substituted C 2 -C 10 -alkenylene which is substituted once 
or twice by C 1 -C 3 -alkyl or hydroxy, \ 

a substituted C 2 -C 10 -alkenylene which is substituted once 
or twice by C 1 -C 3 -alkyl or hydroxy, wherein the double \bond is 
to E, \ 
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N \ C 3 -C 10 -alkinylene , 

\a substitued C 3 -C 10 -alkinylene which is substituted once 
or twi*^e by C 1 -C 3 -alkyl or hydroxy, 

an \sosterically replaced C 1 to C 10 group selected from 
the group Consisting of Ci-Cxo-alkylene , C 2 -C 10 -alkenylene and 
C 3 -C 10 -alkinyrene, the isosterically replaced C ± to C 10 group 
having methylene units and one to three of the methylene units 
are isostericallyvreplaced by O, S, NR 9 , CO, SO or S0 2 ; wherein 

R 9 is selectedVrom the group consisting of hydrogen, C\- 
C 3 -alkyl, C 2 -C 6 -acyl artd methanesulf onyl ; 




wherein n and p are, independent ai: each other, 0, 
1, 2, or 3 wherein n + p < 3, \ 

R 10 is selected from the group consisting of\hydrogen, C x - 
C 3 -alkyl, hydroxy, hydroxymethyl , carboxy and C 2 -C 7 \ 
alkoxycarbonyl ,• \ 

R 11 is selected from the group consisting of hydrogen 
and an oxo group adjacent to the nitrogen atom in E; \ 

G is selected from the group consisting of hydrogen, \ 

61, 62, 63, 64 and 65; wherein \ 
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is - (CH 2 ) r - (CR 13 R 14 ) S -R 12 



wherein 




s is 0 oX 1, 



r 



is 



1 or 2, 



and 



R 12 is selected from the group consisting of 
hydrogen, \ 



Ci-Ce-alkyl, \ 
C 3 -C 6 -alkenyl , \ 
C 3 -C 6 -alkinyl , \ 
C 3 -C 8 -cycloalkyl , \ 
benzyl , \ 
phenyl , \ 

monocyclic aromatic five- and six-membered heterocycles 
which heterocycles contain one toVthree hetero-atoms selected 
from the group consisting of N, S and O, which heterocycles 
are bound directly to or over a methylene group, 

an anellated bi- and tricyclic ariomatic or partially 
hydrogenated carbocyclic ring system wifeh 8 to 16 ring atoms 
and at least one aromatic ring and the carbocyclic ring and 
aromatic ring being bonded with a bond which is either over an 
aromatic or a hydrogenated ring and either directly or over a 
methylene group, and \ 

a N, S, O anellated bi- and tricyclic aromatic or 
partially hydrogenated heterocyclic ring systems with 8 to 16 
ring atoms and at least one aromatic ring, whereinWe to 
three ring atoms are selected from N, S and O and the 
carbocyclic ring and aromatic ring being bonded with V bond 
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which is either over an aromatic or a hydrogenated ring, and 
eioher directly or over a methylene group; 

\R 13 has the same meaning as R 12 , but is selected 
independently thereof ; 



monocyclic artomatic five- and six-membered heterocycles 
which contain one to. three hetero-atoms selected from the 
group consisting of n\ S and O and are bound either directly 
or over a methylene group, 

an anellated bi- and tricyclic aromatic or partially 
hydrogenated carbocyclic ring system with 8 to 16 ring atoms 
and at least one aromatic rrng and the carbocyclic ring and 
the aromatic ring being bonded, with a bond which is either 
over an aromatic or a hydrogena\ed ring and either directly or 
over a methylene group, and \ 

a N, S, O anellated bi- and tricyclic aromatic or 
partially hydrogenated heterocyclic Ving system with 8 to 16 
ring atoms and at least one aromatic ring, which heterocycles 
contain one to three ring atoms are selected from N, S and O 
and the heterocyclic ring and aromatic rxng being bonded with 
a bond which is over an aromatic or a hydrogenated ring and 
either directly or over a methylene group; \ 




hydroxy 
methyl , 
benzyl , 
phenyl , 



R 14 rs selected from the group consisting of hydrogen, 



G2 



is selected from the group consisting of 



- C - (CH 2 ) r - (CR 13 R ,4 ) S - R 1 
O 



12 
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- C - (CH 2 ) r -NR 12 R 14 
O 



and 




wherein R 12 and R"v have the above meaning, and Q 

is a nitrogen-containing heterocycle bound over the 
nitrogen atom, the nitrogen- containing heterocycle being 
selected from the group consisting of 

saturated and unsaturatea\monocycl ic , four- to eight- 
membered heterocycles, \ 

saturated and unsaturated monocyclic, four- to eight - 
membered heterocycles, which, aside\Erom an essential nitrogen 
atom contain one or two further heteroVatoms selected from N, 
S and O, \ 

saturated and unsaturated bi- or tricyclic, anellated or 
bridged heterocycles with 8 to 16 ring atorais; 

saturated and unsaturated bi- or tricyclic, anellated or 
bridged heterocycles with 8 to 16 ring atoms, which, aside 
from an essential nitrogen atom contain one or two further 
hetero-atoms selected from N, S and O, \ 

G3 is -S0 2 - (CH 2 ) r -R 12 , \ 

G4 is \ 
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t 



Ar is sel&cted from the group consisting of phenyl, 

pridyl and naphthy\; and 
2 \ 
Ar is selected from the group consisting of 

phenyl , pyridyl and naphthyl ; 



is -COR , 




R 15 is selected from the gro^sj? consisting of 
trif luoromethyl , Cj-Cg-alkoxy, C 3 -C 6 -a\Lkenyloxy and benzyloxy; 
and 

wherein aromatic rings in R 1 , R 4 , R x \ R 13 , R 14 , R 15 , Q, Ar 1 
and Ar 2 are unsubst ituted or substituted, Khe substituted rings 
in R 1 , R 4 , R 12 , R 13 , R 14 , R 15 , Q, Ar 1 and Ar 2 haVsing one to three 
substituents which are independently selected NErom the group 
consisting of halogen, cyano, Cj^-Cg-alkyl, trif luoromethyl , C 3 - 
C 8 -cycloalkyl , phenyl, benzyl, hydroxy, C 1 -C 6 -alkoxy , C^-Cg- 
alkoxy, and a C^-Cg alkoxy which is entirely or partially 
substituted by fluorine, benzyloxy, phenoxy, mercaptcX C x -C 6 - 
alkylthio, carboxy, C 1 -C 6 - alkoxycarbonyl , benzyl oxycarbonyl , 
nitro, amino, mono-C^-Cg-alkylamino, and di - (Ci-Cg-alkyl ) -\inino , 
wherein two adjacent groups of an aromatic ring in the 
substituted C 1 -C 6 alkoxy may form an additional ring over a 
methyl enedioxy bridge . 
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Please add the following new claims. 



68. A compound of formula (I) and pharmaceutical^ 
accceptable salts oY formula (I) 




(0) k \ 

\ (I) 

wherein: \ 

R 1 is selected from the group consisting of hydrogen, 

fluorine, chlorine, bromine, methyl ,\ trif luoromethyl and 
hydroxy , \ 

R 2 and R 3 are hydrogen, \ 

R 4 is hydrogen or hydroxy, \ 

k is 0 or 1, \ 

A is selected from the group consisting of\ C 2 -C 4 - 

alkenylene, \ 

a substituted C 2 -C 4 -alkenylene which is substituted with 

fluorine, \ 
1 , 3-butadienylene, and \ 
a substituted 1 , 3 -butadienylene which is substituted with 

fluorine, \ 
D is selected from the group consisting of C 2 -C 6 -\ 

alkylene, \ 
a C 2 -C 6 -alkenylene wherein the double bond is to E, \ 
a substituted C 2 -C 6 -alkinylene which is substituted onde 
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or twice by Ci-Ca-alkyl or hydroxy, and 

an isosterically replaced C 2 -C 6 -alkylene wherein a 
methylene unit of the alkenylene is isosterically replaced by 
X/ NH, N(CH 3 ) or CO, or an ethylene group of the alkenylene is 
isosterically replaced by NH-CO or CO-NH, or a propylene group 
of the alkenylene is isosterically replaced by NH-CO-0 or O- 
CO-NH,\ 

E is selected from pyrrolidine,- piperidine, 1,2,5,6- 
tetrahydropyr\dine , hexahydroazepine , morpholine and 
hexahydro- 1 , 4 -oxazepine , 

G is selected isrom the group consisting of hydrogen, 
tert-butoxycarbonyl , diphenylphosphinoyl , 

- (CH 2 ) r - (CR 13 R 14 ) S -R 12 , \ 

-C -(CH 2 ) r - (CR 13 R 14 ) S -R 12 ' \ 
O \ 

- C - (CH 2 ) r -NR 12 R 14 ' \ 

O \ 

-S0 2 - (CH 2 ) r R 12 , \ 

and . \ 

-C-(CH 2 ) r -Q V 
O \ 

wherein r is 0 or 1, and \ 
s is 0 or 1 , \ 
R 12 is selected from the group consisting of hydrogen,\ 
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hydrogen, methyl, benzyl, phenyl, indenyl, oxoindanyl , 
naphthyl, tetrahydronaphthyl , fluorenyl, oxof luorenyl , 
santhryl , dihydroanthryl , oxodihydroanthryl , 
dnSoxodihydroanthryl , and dibenzocycloheptenyl , 
dihydrodibenzocycloheptenyl , f uryl , thienyl, oxazolyl, 
thiazoWl, imidazolyl, oxadiazolyl, thiadiazolyl , pyridyl,' 
pyraziny]\ pyrimidinyl , imidazothiazolyl , benzofuryl, 
benzothienyi/ indolyl, oxoindolinyl , dioxoindolinyl , 
benzoxazolyl Xoxobenzoxazolinyl , benzothiazolyl , 
oxobenzthiazoliWl, benzimidazolyl, oxobenzimidazol inyl , 
benzof urazanyl , b\nzot riazolyl , oxazolopyridyl , 
oxodihydrooxazolopyViclyl , thiazolopyridyl , 
oxodihydrothiazolopyr\dyl , chromanyl, chromanonyl , 
benzopyranyl , chromonyl\ quinolyl , isoquinolyl, 
oxodihydroquinolinyl , tetKahydroquinolyl , 
oxotetrahydroquinolinyl , bekzodioxanyl , quinazol inyl , 
acridinyl , oxodihydroacridinyl , phenothiazinyl , 
dihydrodibenzoxepinyl , benzocyc\oheptathienyl , 
dihydrothienobenzothiepinyl , dihy&rodibenzothiepinyl , 
oxodihydrodibenzothiepinyl , dihydroNdibenzazepinyl , 
oxodihydrodibenzazepinyl , octahydrodrbenzazepinyl , 
benzocycloheptapyridyl , oxobenzocycloheptapyridyl , and 
dihydrodibenzothiazepinyl , \ 

r13 i s selected from the group consisting of hydrogen 
methyl , benzyl or and phenyl , \ 

R 14 is selected from the group consisting ofVhydrogen 
hydroxy, methyl, benzyl, phenyl, and \ 

the group consisting of naphthyl, f uryl , thienyl\ 
pyridyl, benzofuryl, benzothienyl , indolyl, benzoxazolyl, 
benzothiazolyl, benzimidazolyl, chromanyl, quinolyl and \ 
. tetrahydroquinolyl , \ 

wherein Q is selected from the group consisting of 
pyrrolidine, piperidine, hexahydroazepine , morpholine, 2,5- 
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diazabicyclo [2 . 2 . 1] heptane, indoline, isoindoline, (1H)- 
dihydroquinoline, ( 1H) -tetrahydroquinoline , (2H) - 
teh^hydroisoquinoline, (1H) -tetrahydrobenzo [b] azepine, (1H) 
tetrahyd^obenzo [d] azepine, <5H) -tetrahydrobenzo [b] oxazepine, 
(5H) -tetrahydrbfeenzo [b] thiazepine, 1,2,3,4- 
tetrahydroacridanoneM5H) -dihydrodibenzazepine , (11H) - 
dihydrodibenzo [b, e] oxazepirte-^and (11H) - 

dihydrodibenzo [b, e] thiazepine , w^rein general formula (I) 
does not include (E) -3 - (3 -pyridyl ) -N-KU -benzylpiperidin-4 
yl) ethyl] -2 -propenamide . 
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69. A method for the production of compounds having 
general formula (I) 



.A-C-N-D-E-G 
I 

R 4 



I 

(0) k 



the method comprising: 

reacting a carboxylic acicks of formula (II) 



-Pi 




A - C - OH 



(0) k 



with compounds of formula (III) 
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H-N-D-E-G (HI) 



wherein 

Ri\is selected from the group consisting of hydrogen, 
halogen, Vano, d-Cg-alkyl, trif luoromethyl , C 3 -C 8 -cycloalkyl , 
Ci _c 4 - hydroxy^ 1 ky 1 , hydroxy, C^C^alkoxy , benzyloxy, C 2 -C 4 - 
alkanoyloxy, ' C^C 4 -alkylthio, C 2 -C 5 -alkoxycarbonyl , 
aminocarbonyl , CVC 9 -dialkylaminocarbonyl , carboxy, phenyl, 
phenoxy, pyridyloxY, NR S R 6 , and bridged R X R 2 wherein 

R 5 is selected f*rom the group consisting of hydrogen 
and Ci-Cg-alkyl, and \ 

R s is selected from\he group consisting of hydrogen 
and Ci-Ce-alkyl, \ 

R 2 is selected from the groisp consisting of hydrogen, 
halogen, Ci-Cg-alkyI, trif luoromethyl and hydroxy and bridged 
RlR2 \ 

wherein \ 

bridged R X R 2 is where R 1 R 2 are adjacent\and form a bridge 
which is selected from the group consisting W -(CH 2 ) 4 - 
,(CH=CH) 2 - and -CH 2 0-CR 7 R 8 -0- , wherein \ 

R 7 is selected from the group consist ing \>f hydrogen, 
and Ci-Cg-alkyl and \ 

R 8 is selected from the group consisting of hydrogen 
and Ci-Cg-alkyl, \ 

R 3 is selected from the group consisting of hydrogenV 
halogen and Cj-Cs-alkyl, \ 



262218 



-57- 



• 



R 4 is selected from the group consisting of hydrogen, C 1 - 
C^-alkyl, C 3 -C 6 -alkenyl, hydroxy, CVCg-alkoxy and benzyloxy, 

Tc is 0 or 1, 

A is\selected from the group consisting of C 2 -C 6 - 
alkenylene,V 

a substituted C 2 -C 6 -alkenylene which is substituted one to 
three -fold by c\c 3 -alkyl, hydroxy, fluorine, cyano, or phenyl, 
C 4 -C 6 -alkadienylene\. 

a substituted CVC 6 -alkadienylene which is substituted 
once or twice by C 1 -C 3 ^alkyl, fluorine, cyano, or phenyl, 
1 , 3 , 5 -hexatrienylene , \ 

a substituted 1 , 3 , 5 -hexatrienylene which is substituted 
by C 1 -C 3 -alkyl, fluorine, or \yano, and ethinylene, 

D is selected from the gro\p consisting of 
Ci-CiQ-alkylene, \ 

a substituted 1 , 3 , 5 -hexatrienylene which is substituted 
once or twice by C 1 -C 3 -alkyl or hydroxy\ 
C 2 -C 10 -alkenylene , \ 

a substituted C 2 -C 10 -alkenylene which :iss substituted once 
or twice by Ci-Ca-alkyl or hydroxy, \ 

C 3 -C 10 -alkinylene , \ 

a substitued C 3 -C 10 -alkinylene which is substituted once 
or twice by C 1 -C 3 -alkyl or hydroxy, \ 

an isosterically replaced C 1 to C 10 group selected from 
the group consisting of C^-Cio-alkylene , Cj-Cuj-alkenyle^ne and 
C 3 -C 10 -alkinylene , the isosterically replaced C x to C 10 group 
having methylene units and one to three of the methylene \mits 
are isosterically replaced by O, S, NR 9 , CO, SO or S0 2 , wherein 

R 9 is selected from selected from the group consisting of 
hydrogen, C 1 -C 3 -alkyl, C 2 -C 6 -acyl and methanesulf onyl , 
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(Df \ (€H 2 ) p 



wherein fi and p are, independent of each other, 0, 1, or 
2, wherein n + R = 2, 

R 10 is selected\ f rom the group consisting of hydrogen, CV 
C 3 -alkyl, hydroxy, hydroxymethyl , carboxy and C 2 -C 7 
alkoxycarbonyl , 



R 11 is selected fromVhe group consisting of hydrogen 
and an oxo group adjacent toNthe nitrogen atom in E , 

6 is selected from the group consisting of hydrogen, 
Gl, G2 , G3 , G4 and G5,\wherein 



Gl is - (CH 2 ) r - (CR 13 R 14 
wherein 



-R 12 



r is 0, 1 or 2, and 



is 0 or 1, 



R 12 is selected from the group consisting of 
hydrogen, 
Ci-Cg-alkyl, 
C 3 -C 6 -alkenyl , 
C 3 -C 6 -alkinyl , 
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C 3 -C 8 -cycloalkyl , 
benzyl , 
\ phenyl , 

\ monocyclic aromatic five- and six-membered heterocycles 
whicK heterocycles contain one to three hetero-atoms selected 
from thfe group consisting of N, S and 0, the N, S and O being 
either bokid directly to or over a methylene group, 

an ane\lated bi- and tricyclic aromatic or partially 
hydrogenated Oarbocyc lie ring system with 8 to . 16 ring atoms 
and at least one\aromatic ring and the carboxylic ring and 
aromatic ring bein\ bonded with a bond which is either over an 
aromatic or a hydrogenated ring and either directly or over a 
methylene group, and \ 

a N, S, O anellatedNDi- and tricyclic aromatic or 
partially hydrogenated heterocyclic ring systems with 8 to 16 
ring atoms and at least one asromatic ring, wherein one to 
three ring atoms are selected fsrom N, S and O and the 
carbocylic ring and aromatic ringv being bonded with a bond 
which is either over an aromatic oka hydrogenated ring, and 
either directly or over a methylene gvroup, 

R 13 has the same meaning as R 12 , bu\ is selected 
independently thereof, \ 

R 14 is selected from the group consisting of hydrogen, 
hydroxy , \ 
methyl , \ . 

benzyl, \ 
phenyl , ' \ 

monocyclic aromatic five- and six-membered hetertocycles 
which contain one to three hetero-atoms selected from the 
group consisting of N, S and O and are bound either directly 
or over a methylene group, \ 

an anellated bi- and tricyclic aromatic or partially \ 
hydrogenated carbocyclic ring system with 8 to 16 ring atoms \ 
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and at least one aromatic ring and the carobocyclic ring and 
v the aromatic ring being bonded with a bond which is either 

rer an aromatic or a hydrogenated ring and either directly or 
ove\^ a methylene group, and 

v N, S, O anellated bi- and tricyclic aromatic or 
partialiV hydrogenated heterocyclic ring system with 8 to 16 
ring atomsNand at least one aromatic ring, which heterocycles 
contain one to three ring atoms are selected from N, S and O 
and the heterocyclic ring and aromatic ring being bonded with 
a bond which is dve.r an aromatic or a hydrogenated ring and 
either directly orVver a methylene group, 

G2 is selected\from the group consisting of 



-C-(CH 2 ) r -(CR'- 
O 



II 

o 



-C-(CH 2 ) r -Q 
O 



wherein R 12 and R 14 have the above meaning, and. Q 
is a nitrogen-containing heterocycle bound overs, the 

nitrogen atom,, the nitrogen-containing heterocycle be\ng 

selected from the group consisting of 

saturated and unsaturated monocyclic, four- to eigh& 

membered heterocycles, 

and 



saturated and unsaturated bi- or tricyclic, anellated or 
bridged heterocycles with 8 to 16 ring atoms, 

is -S0 2 - (CH 2 ) r -R 12 , 



P 
\ 

Ar 2 



wherein 

Ar 1 is selected from ttt^ group consisting of phenyl, 

pridyl and naphthyl and 
2 

Ar is selected 
pyridyl and naphthyl , 

G5 is -COR 15 , 



R 15 is selected from the group consisting of 
trif luoromethyl , C^-Cg-alkoxy , C 3 -C 6 -alkenyloxy^nd benzyloxy, 
and 

wherein aromatic rings in R 1 , R 4 , R 12 , R 13 , R 14 ,\r 15 , Q, Ar 1 
and Ar 2 are unsubst ituted or substituted, the substituted rings 
in R 1 , R 4 , R 12 , R 13 , R 14 , R 15 , Q, Ar 1 and Ar 2 having one tto three 
substituents which are independently selected from theVjroup 
consisting of halogen, cyano, CVCe-alkyl, trif luoromethy^. , C 3 
C 8 -cycloalkyl , phenyl, benzyl, hydroxy, and Ci-Cg-alkoxy . 
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70. A compound of formula (I) and pharmaceut ically 
Lcceptable acid salts of formula I 




wherein: \ 

R 1 = H or F \ 
k is 0 or 1, \ 

A is selected from the group\consisting of C 2 -C 6 - 
alkenylene, \ 

a substituted C 2 -C 6 -alkenylene which is substituted one to 
three-fold by C 1 -C 3 -alkyl, hydroxy, fluorine, cyano, or phenyl, 
C 4 -C 6 -alkenylene , \ 

a substituted C^-Cs-alkadienylene which is substituted 
once or twice by C 1 -C 3 -alkyl, fluorine, cyano,, or phenyl, 

1,3,5- hexatrienylene , \ 

a substituted 1 , 3 , 5 -hexatrienylene which :Ts substituted 
by C 1 -C 3 -alkyl, fluorine, or cyano, and \ 
ethinylene; \ 

R 2 is selected from the group consisting of hydrogen, C x - 
C 6 -alkyl, C 3 -C 6 -alkenyl , hydroxy, C^-Cg-alkoxy and benzyJoxy; 

D is selected from the group consisting of C!-C 10 - \ 
alkylene, \ 

a substituted 1 , 3 , 5 -hexatrienylene which is substituted 
once or twice by C 1 -C 3 -alkyl or hydroxy, \ 
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C 2 - C 10 - alkeny lene , 

substituted C 2 -C 10 - alkeny lene which is substituted once 
or twice\by C^-Cj-alkyl or hydroxy, 
Cj-CiXalkinylene, 

a substituted C 3 -C 10 -alkinylene which is substituted once 
or twice by Ci\c 3 -alkyl or hydroxy, 

an isotericfclly replaced C x to C 10 group selected from the 
group consisting c>f C^-Cuj-alkylene , C 2 -C 10 -alkenylene and C 3 -C 10 - 
alkinylene, the isoterically replaced C x to C 10 group having 
methylene units and orite to three of the methylene units being 
isoterically replaced by\p, S, NR 3 , CO SO or S0 2 ; 

R 3 is selected from selected from the group consisting of 
hydrogen, Ci-Ca-alkyl, C 2 -C 6 -^cyl and methanesul f onyl ; 

E is 



-(G) 




G is selected from the group consisting of 
- (CH 2 ) r - (CR 4 R 6 ) S R 5 , 
-C- (CH 2 ) r - (CR 4 R) S R 6 , 



-C- (CH 2 ) r -NR 4 R 6 



-S0 2 (CH 2 ) r R\ 
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s = 0 oi^l, 

R 4 is selected from the group consisting of hydrogen, C^- 
C 6 alkyl, C 3 -C 6 \lkenyl, C 3 -C 6 alkenyl, C 3 -C 8 -cycloalkyl , benzyl 
phenyl, and substituted phenyl which substituted phenyl is 
substituted with onk to three subst itutents selected from the 
group consisting of halogen, cyano, Ci-Cg-alkyl, 

trif luoromethyl , C 3 -C 8 -cW:loalkyl , phenyl, benzyl, hydroxy, and 
Ci-Cg-alkoxy ; \ 

R 5 is selected from the\group consisting of hydrogen, C 1 - 
C 6 alkyl, C 3 -C 6 alkenyl, C 3 -C 6 iKLkenyl , C 3 -C 8 -cycloalkyl , benzyl 
phenyl, and substituted phenyl ^hich substituted phenyl is 
substituted with one to three subst itutents selected from the 
group consisting of halogen, cyano / \C 1 -C 6 - alkyl , 

trif luoromethyl, C 3 -C 8 -cycloalkyl , pheWl, benzyl, hydroxy, and 
Ci-Cg-alkoxy ; \ 

R e is selected from the group consisting of hydrogen, 
hydroxy, methyl, benzyl, -and phenyl; \ 

R 7 is selected from trif luoromethyl , C^-V-alkoxy, C 3 -C 6 - 
alkenyloxy and benzyloxy; \ 

R 8 is selected from the group consisting ofNCi -C 3 -alkyl , 
hydroxy, hydroxymethyl , carboxy and C 2 - C 7 - alkoxycafvbonyl ; 

and wherein general formula (I) does not include (E) -3- 
(3-pyridyl) -N- [2- ( 1 -benzylpiperidin- 4 -yl ) ethyl] -2-proWnamide.- 
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71. A compound of formula (I) and pharmaceut ically 
accceptable salts of formula (I) 



R^- is selected from the group consisting of hydrogen, 
fluorine, chlorine, methoxy, me\hyl , and hydroxy; 

R 2 and R 3 are hydrogen; \ 

R 4 is hydrogen, methyl or hydroxy ,\ 

k is 0 or 1; \ 

A is selected from the group consisting of: C 2 -C 4 - 
alkenylene, \ 

a substituted C 2 -C 4 -alkenylene which is substituted wi 
fluorine, cyano, hydroxy and methyl, \ 

1 , 3 -butadienylene , and \ 

a substituted 1 , 3 -butadienylene which is substituted 
fluorine; \ 

DEG when together form the structure selected from 
group consisting of 




A-C-N-D-E-G 



wherein : 
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CH^CH 2 NH ( N-CH(C 6 H 5 ) 2 



N-CH(C 6 H 5 ) 2 



N— CH(C 6 H 5 ) 2 




CH 2 CH 2 CH 2 CH 2 CH 2 



CH 2 CH 2 CH 2 OCH2— ( N-CH(C 6 H 5 ) ; 



OCH 2 CH 2 CH 2 CH 2 ( N— CH(C 6 H 5 ) 2 
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72. A method of inhibiting tumor cell growth according 
to claim 64, wherein the composition is administered by a 
me\hod selected from the group consisting of subcutaneously , 
intramuscularly, intravenously, intracutaneous, orally, 
sublingxially , transdermally , topically and combinations 
thereof .\ 

73. A method of inhibiting tumor cell growth according 
to claim 64, wherein the composition is administered in 
combination withVompounds selected from the group consisting 
of cytostatic agen\s , DNA intercalating substances, 
topoisomerase inhibitors, spindle poisons, hormonally active 
agents, and mixtures thereof. 

74. A method of inhibiting tumor cell growth according 
to claim 64, wherein cytostatic agents are selected from the 
group consisting of \ 

L-asparaginase , bleomycin, \hydroxyurea, P-glycoprotein, 
MRP, glutathione-S- transferase, m\tallothionein, and mixtures 
thereof; \ 

antimetabolites selected from thfe group consisting of 
cytarabine, 5 - f lurouraci 1 , 6 -mercaptopuVine , methotrexate, and 
mixtures thereof; \ 

alkylating agents selected from the gisoup consisting of 
busulfan, carmustine, cisplatin, caroplatin,\cyclophosphamide , 
dacarbazine, melphalan, thiotepa, and mixtures^ thereof ; 

DNA intercalculating substances and topisomerases 
selected from the group consisting of actinomycin\p, 
daunorubicin, doxorubicin, mitomycin D, mitoxant rone , 
etoposide, topotecan irinotecan, and mixtures thereof 

spindle poisons selected from the group consisting of 
vincristine, navelbin, taxol , taxoter, and mixtures thereo; 
and \ 

hormonally active agents selected from the group \ 
consisting of tamoxifen, flutimaide, formestan, goserelin, and 
mixtures thereof . 
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75. A method of inhibiting tumor cell growth according 
to claim 64, wherein the method is effective for inhibiting 
tumors selected from the group consisting of gynacological 
tumorvs, ovarian carinomas, testicle tumors, esophagus 
carcinomas, stomach cancer, rectal carcinomas, pancreas 
carcinomas, thyroid cancer, adrenal tumors, leukemia, 
lymphoma s,\lodgkin' s disease, CNS tumors, soft-tissue 
sarcomas, borte sarcomas, benign and malignant mesotheliomas, 
intestine tumors, liver tumors, breast tumors, bronchial and 
lung carcinomas , Nnelanomas, benign papillomatosis tumors, and 
combinations thereof. 

76. A method of inhibiting tumor cell growth according 
to claim 64, wherein the pharmaceutical composition is 
combined with a compound se\ected from the group consisting of 
pharmaceutical ly acceptable carriers, adjuvants, additives, 
and mixtures thereof. \ 

77. A method of inhibiting tumor cell growth according 
to claim 64, wherein DEG is select-ed \f rom the group consisting 
of \ 
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H 2 CH 2 NH ( N-CH(C 6 H 5 ) 2 



CH 2 CHk:H 2 CH 2 \ N-CH(C 6 H 5 ) 2 



CH 2 CH 2 NH— — { N: — CH(C 6 H 5 ) 2 



CH 2 CH 2 CH 2 CH=( N-CH(C 6 H 5 ) 2 



CH 2 C=CCH 2 — ( A-CH(C 6 H 5 ) : 



CH 2 CH 2 CH 2 CH 2 - ^ N-^H(C 6 H 5 ) 2 



CH 2 CH 2 CH 2 CH 2 CH 2 ( N~CH(C 6 H 5 ) 2 



CH 2 CH 2 CH 2 OCH2— < N-CH(C 6 H 5 )2\ 



OCH 2 CH 2 CH 2 CH 2 ( N— CH(C 6 H 5 ) 2 
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# 
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N-S0 2 -CH, 
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CH 2 CH 2 CH 2 CH 
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78. - A method of suppressing autoimmune disease according 
to claim 65, wherein the composition is administered by a 
method selected from the group consisting of subcutaneously , 
intramuscularly, intravenously, intracutaneous, orally, 
subiingually, transdermally , topically, and combinations 
thereof . 

79. A method of suppressing autoimmune disease according 
to claim 65, wherein the composition is administered in 
combination with other immunosuppressive agents. 

80. A method of suppressing autoimmune disease according 
to claim 65, wherein the other immunosuppressive agents are 
selected from the group consisting of cyclosporin A, 
tacrolimus, rapamycin, and mixtures thereof; 

antimetabolites selected from the group consisting of 
methotrexate, azothiprine, and mixtures thereof; and 
glucocorticoids. 

81. A method of suppressing autoimmune disease according 
to claim 65, wherein the pharmaceutical composition is 
combined with a compound selected from the group consisting of 
pharmaceutically acceptable carriers, adjuvants, additives, 
and mixtures thereof. 
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CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 ( N CH(C 6 H 5 ) 2 



CH 2 CH 2 CH 2 OCH2CH 2 ( N-CH(C 6 H 5 ) 2 



CH 2 CH 2 CH 2 CH 2 NH- 




N-CH(C 6 H 5 ) 2 



(CH 2 ) 8 ( N-Crt(C 6 H 5 ) 2 




N-CH(C 6 H 5 ) 2 



(CH 2 ) 6 NH— C 
O 
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H 3 C 

4 2 CH 2 CH 2 CH 2 <^ N-CH(C 6 H 5 ) 2 



CH 2 CH 2 CH 2 CH 2 V\ N- CH(C 6 H 5 ) 2 



CH 2 CH 2 CH 2 CH 2 ( N-CI^ 6 H 5 ) 2 
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